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AMENDMENTS TO THE CLAIMS 

Please amend the claims as follows: 
Listing of claims: 

Claim 1 (currently amended). An isolated nucleic acid having the sequence of SEQ ID 
NO:1 or a nucleic acid that encodes a polypeptide having the sequence of SEQ ID NO:7 
s e quonco comp le m e ntary to SEQ I D NO.: 1, where i n tho sequ e nce of SEQ I D NO.: 1 
encod e s a C. e l e g a ns chlor i d e i ntrac el lu l ar chann el prot ei n . 

Claim 2 (previously presented). The nucleic acid of claim 1, wherein the nucleic acid is 
a DNA, RNA or a PNA. 

Claim 3 (previously presented). The nucleic acid of claim 2, wherein the nucleic acid is 
single stranded or double stranded. 

Claim 4 (currently amended). An isolated nucleic acid which encodes a mutant chloride 
intracellular channel protein whose amino acid sequence is identical to SEQ ID NO:?, 
except for the presence of one mutation or polymorphism e ncod i ng a mutant EXC 4 
prot ei n, wh e r e in th e i so l at e d nucl ei c ac i d has a s e qu e nc e id e nt i cal to th e s e qu e nc e of 
SEQ I D NO.: 1, e xc e pt for tho pr e senc e of one or moro m i ssonso mutations, nons e ns e 
mutations, po i nt mutations, subst i tut i ons, dotat i ons, i ns e rtions, po l ymorph i sms, or 
r e arrangem e nts, and whoro i n th e iso l at e d nucl ei c acid e ncod e s for a mutant ch l orid o 
i ntracellu l ar channe l prote i n . 
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Claim 5 (previously presented). A recombinant expression vector comprising the 
isolated nucleic acid of claim 1 . 

Claim 6 (previously presented). A recombinant expression vector comprising the 
isolated nucleic acid of claim 4. 

Claim 7 (previously presented). A host cell comprising the recombinant vector of claim 
5. 

Claim 8 (previously presented). A host cell comprising the recombinant vector of claim 
6. 

Claim 9 (previously presented). A method of generating an EXC-4 protein, comprising 
the steps of: 

(a) introducing the nucleic acid of claim 1 into a host cell; 

(b) culturing the host cell under conditions allowing expression of the nucleic 
acid; and 

(c) recovering the EXC-4 protein. 

Claim 10 (previously presented). A method of generating a mutant EXC-4 protein, 
comprising the steps of: 

(a) introducing the nucleic acid of claim 4 into a host cell; 
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(b) culturing the host cell under conditions allowing expression of the nucleic 
acid; and 

(c) recovering the mutant EXC-4 protein. 

Claim 1 1 (withdrawn). A composition comprising an anti-EXC-4 antibody or an antigen 
binding fragment thereof, wherein the antibody or antibody fragment specifically binds to 
all or a portion of the amino acid residues encoded by SEQ ID NO.: 1. 

Claim 12 (withdrawn). The composition of claim 11, wherein the antibody is a 
monoclonal antibody. 

Claim 13 (withdrawn). The composition of claim 11, wherein the antibody is a 
polyclonal antibody. 

Claim 14 (withdrawn). The composition of claim 11, wherein the antibody is a 
humanized antibody. 

Claim 15 (withdrawn). The composition of claim 11, wherein the antibody is a chimeric 
antibody. 

Claim 16 (withdrawn). The composition of claim 11, wherein the antibody is a single 
chain antibody. 
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Claim 17 (withdrawn). The composition of claim 11, where the antigen binding fragment 
is a Fab, F(ab1)2 or Fv fragment. 

Claim 18 (withdrawn). The composition of claim 11, further comprising a detectable 
label. 

Claim 19 (withdrawn). The composition of claim 18, wherein the detectable label is an 
enzymatic label, a fluorescent label, a chemiluminescent label, a bioluminescent label or 
a radioactive label. 

Claim 20 (withdrawn). A method of identifying a putative agent that inhibits CLIC 
activity, the method comprising the steps of: 

(a) contacting a C. elegans embryo or isolated C. elegans embryonic excretory 
cell with an agent of interest, wherein the C. elegans embryo or isolated C. elegans 
embryonic excretory cell comprises a wild-type exc-4 allele; 

(b) measuring the resulting levels of EXC-4 activity in the developing C. elegans 
embryo or isolated C. elegans excretory cell; and 

(c) comparing the measured levels of EXC-4 activity in the treated C. elegans 
embryos or isolated excretory cells to levels of EXC-4 activity in a suitable control, 
wherein a reduced level of EXC-4 activity relative to the suitable control indicates that 
the agent of interest is a putative agent that inhibits CLIC activity. 
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Claim 21 (withdrawn). The method of claim 20, wherein the agent of interest is a 
peptide, a nucleic acid, an antibody, a drug, a compound, a molecule, or a dominant- 
negative antagonist. 

Claim 22 (withdrawn). The method of claim 20, wherein the agent of interest is one of 
indanyloxyacetic acid-94, N-ethylmalemide, or glutathione. 

Claim 23 (withdrawn). A method of identifying a putative agent that inhibits CLIC 
expression or function, the method comprising the steps of: 

(a) contacting a C. elegans embryo or isolated C. elegans embryonic excretory 
cell with an agent of interest, wherein the C. elegans embryo or isolated C. elegans 
embryonic excretory cell comprises a wild-type exc-4 allele; and 

(b) observing the resulting excretory cell phenotype of the developing C. elegans 
embryo or isolated C. elegans excretory cell, wherein an excretory cell phenotype 
characteristic of an exc-4 C. elegans mutant indicates that the agent of interest is a 
putative agent that inhibits CLIC expression or function. 

Claim 24 (withdrawn). The method of claim 23, wherein the agent of interest is a 
peptide, a nucleic acid, an antibody, a drug, a compound, a molecule, or a dominant- 
negative antagonist. 

Claim 25 (withdrawn). The method of claim 24, wherein the agent of interest is a 
candidate agent for inhibiting angiogenesis in humans. 
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Claim 26 (withdrawn). The method of claim 23, wherein the agent of interest is one of 
indanyloxyacetic acid-94, N-ethylmalemide, or glutathione. 

Claim 27 (withdrawn). A method of identifying a putative agent that inhibits CLIC 
expression, the method comprising the steps of: 

(a) contacting a C. elegans embryo or isolated C. elegans embryonic excretory 
cell with an agent of interest, wherein the C. elegans embryo or isolated C. elegans 
embryonic excretory cell comprises a wild-type exc-4 allele; and 

(b) measuring levels of expression of the exc-4 allele following contact with the 
agent of interest, wherein a reduced level of exc-4 expression as compared to a suitable 
control indicates that the agent of interest is a putative agent that inhibits CLIC 
expression. 

Claim 28 (withdrawn). The method of claim 27, wherein the agent of interest is a 
peptide, a nucleic acid, an antibody, a drug, a compound, a molecule, or a dominant- 
negative antagonist. 

Claim 29 (withdrawn). The method of claim 28, wherein the agent of interest is a 
candidate agent for inhibiting angiogenesis in humans. 

Claim 30 (withdrawn). The method of claim 27, wherein the agent of interest is one of 
indanyloxyacetic acid-94, N-ethylmalemide, or glutathione. 
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Claim 31 (withdrawn). A method of determining whether a CLIC gene is involved in 
tubulogenesis, comprising the steps of: 

(a) providing an embryonic exc-4 mutant of C. elegans or an isolated embryonic 
excretory cell derived from an exc-4 mutant of C. elegans] 

(b) expressing a CLIC gene in the embryonic exc-4 mutant of C. elegans or 
isolated embryonic excretory cell derived from an exc-4 mutant of C. elegans, wherein 
the CLIC gene is operatively linked to a C. elegans promoter; and 

(c) observing the resulting excretory cell phenotype of the developing embryonic 
exc-4 mutant of C. elegans or isolated embryonic excretory cell derived from an exc-4 
mutant of C. elegans, wherein an excretory cell phenotype characteristic of wild-type 
exc-4 expression indicates that the CLIC gene is involved in tubulogenesis. 

Claim 32 (withdrawn). The method of claim 31, wherein the CLIC gene is from a 
human. 

Claim 33 (withdrawn). The method of claim 32, wherein the human CLIC gene is one of 
human CLIC 1, human CLIC 2, human CLIC 3, human CLIC 4, human CLIC 5, or 
human CLIC 6. 

Claim 34 (withdrawn). A method of identifying a putative agent that inhibits CLIC 

V 

expression or function, the method comprising the steps of: 
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(a) providing a C. elegans embryo or isolated C. elegans embryonic excretory 
cell, wherein the C. elegans embryo is an exc-4 mutant or the isolated C. elegans 
embryonic excretory cell is derived from an exc-4 mutant; 

(b) expressing a CLIC gene in the embryonic exc-4 mutant of C. elegans or 
isolated embryonic excretory cell derived from an exc-4 mutant of C. elegans, wherein 
the CLIC gene is operatively linked to a C. elegans promoter and expression of the 
CLIC gene rescues the exc-4 mutant phenotype; 

(c) contacting the embryonic exc-4 mutant of C. elegans expressing the CLIC 
gene or isolated embryonic excretory cell derived from an exc-4 mutant of C. elegans 
expressing the CLIC gene with an agent of interest; and 

(d) observing the resulting excretory cell phenotype of the developing embryonic 
exc-4 mutant of C. elegans or isolated embryonic excretory cell derived from an exc-4 
mutant of C. elegans, wherein a reversionary excretory cell phenotype characteristic of 
an exc-4 C. elegans mutant indicates that indicates that the agent of interest is a 
putative agent that inhibits CLIC expression or function. 

Claim 35 (withdrawn). The method of claim 34, wherein the CLIC gene is from a 
human. 

Claim 36 (withdrawn). The method of claim 35, wherein the human CLIC gene is one of 
human CLIC 1, human CLIC 2, human CLIC 3, human CLIC 4, human CLIC 5, or 
human CLIC 6. 
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Claim 37 (withdrawn). The method of claim 34, wherein the agent of interest is a 
peptide, a nucleic acid, an antibody, a drug, a compound, a molecule, or a dominant- 
negative antagonist. 

Claim 38 (withdrawn). The method of claim 37, wherein the agent of interest is a 
candidate agent for inhibiting angiogenesis in humans. 

Claim 39 (withdrawn). The method of claim 34, wherein the agent of interest is one of 
indanyloxyacetic acid-94, N-ethylmalemide, or glutathione. 

Claim 40 (currently amended). The isolated nucleic acid e ncod i ng a mutant EXC 4 
prot e in of claim 4, which encodes a mutant polypeptide wh e re i n th e i solat e d nuc lei c 
acid has a sequonoo of an oxc A mutant a lle l e selected ele ct e d from the group 
consisting of rh133, n561 and n2400. 

Claim 41 (new). The isolated nucleic acid sequence of claim 1 comprising the 
sequence of SEQ ID NO:1 . 

Claim 42 (new). An isolated nucleic acid sequence that is complementary to SEQ ID 
NO:1 or to a polynucleotide sequence that encodes SEQ ID NO:7. 



